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Description 

This invention relates to new glycopeptide antibiotics, which are related to the A82846 antibiotics. 

In the treatment of human diseases, there is an ongoing need for improved antibiotics. Vancomycin is a 
5 well known glycopeptide antibiotic currently used in human medicine. Vancomycin is especially useful for 
treating serious infections caused by methicillin-resistant staphylococci. There is a demand for new 
antibiotics which have the advantages of vancomycin but with Improved antibacterial and pharmacokinetic 
properties. 

Glycopeptide antibiotics contain a peptide core and one or more amino sugars and sometimes contain 
10 one or more neutral sugars. In order to obtain glycopeptide compounds like the compounds of this 
invention, it is necessary to remove the various sugar moieties without damaging the complex peptide core 
during the procedure. 

Previously, Nagarajan and Schabei were able to remove the sugar groups from certain vancomycin-type 
glycopeptides (See U.S. Patent No. 4,552,701). Using another method. Debono obtained the pseudo- 
75 aglycones of actaplanin and antibiotic A35512 (See U.S. Patent Nos. 4,322.343 and 4.029.769, respec- 
tively). In accordance with the present invention, it has now been discovered that the Nagarajan and 
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wherein R = H or 



5 




10 

( Q «|>,o-4 - ep 1 - vancos aninyl ) ; 

= H or 

75 



20 




( fi -O-glucosyl ) 

25 

and X and Y Independently are H or CI; 

provided that: 1) when X Is CI, Y must also be CI; 2) when R and R^ are both hydrogen, X and Y cannot 
both be CI; and 3) when X and Y are both CI. R must be a-L-O-4-epi-vancosaminyl; or a salt thereof. 

30 This invention also relates to a process for preparing a compound of formula 2 which comprises 
reacting a compound selected from A82846 components A. B and C with trifluoroacetic acid (TFA). This 
process removes 1) the a-L-O-4-epi-vancosaminyl group attached to the disaccharide; 2) the (cr-L-O-4-epi- 
vancosaminyl-;3-0-g!ucosyl) disaccharide group or 3) both the disaccharide group and the a-L-O-epi- 
vancosaminyl group attached to the peptide core from these antibiotics. 

35 The formula 2 compounds retain excellent antibacterial activity, especially against Gram-positive 
microorganisms. Thus, this invention further provides a compound of formula ^ or a pharmaceutically- 
acceptable salt thereof for use in veterinary or pharmaceutical chemotherapy. 

The formula 2 compounds are prepared from the A82846 antibiotics, which have the structures shown 
in formulas 2-4: 

40 
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The methods of this invention selectively remove the A82846 sugars in the following order: 1) the (a-L- 
0-4-epi-vancosaminyl)-sugar from the disaccharlde group; 2) the remaining (j8-0-gIucosyi)-sugar; and 3) the 
(a-L-0-4-epi-vancQsaminyl)-sugar attached directly to the peptide core. 

For convenience in discussions herein, the compounds of formula ^ formed when the first (a-L-0«4-epi- 
vancosaminyl)-sugar Is removed [R' = (iS-O-glucosyl)] are called la or des-(a-L-0-4-egi-vancosaminyl)- 
A82846 compounds. 

The formula 1^ compounds formed when the remainder of the disaccharlde group Is removed (R^ = H) 
are called ^b compounds or pseudoaglycones. 

The formula ^_ compounds formed when all the sugar groups are removed (R and R^ = H) are called 1c 
compounds or aglycones. 

The formula 1^ compounds are listed in Table I, 
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Table i 



10 



IS 



20 



25 



Formula ^ Compounds 


Compound 


X 


Y 


R 




2a 


H 


CI 


epi-vancosaminyl 


glucosyl 


2b 


H 


CI 


dpi-vancosaminyl 


H 


2c 


H 


CI 


H 


H 


3a 


CI 


CI 


epi-vancosaminyl 


glucosyl 


3b 


CI 


CI 


epi-vancosaminyl 


H 


4a 


H 


H 


epi-vancosaminyl 


glucosyl 


4b 


H 


H 


epi-vancosaminyl 


H 


4c 


H 


H 


H 


H 



In one aspect, this invention relates to a process for preparing a compound of formula 1 which 
comprises treating an A82846 antibiotic with TFA at a temperature of from about -10' C to about 80" C. for 
a period of about 1 to 60 hours until the desired product Is obtained. 

At room temperature, shorter reaction periods (- 1 to 2 hour) give 40% to 70% yields of la product and 
50% to 20% yields of 1^ products, whereas longer reaction periods {- 24 hour) give lower yields of la 
product (10% 30%) and higher yields of lb product (50-60%). 

Higher temperatures favor formation of 1^ and 1c compounds, whereas lower temperatures (e.g. 0*0) 
favor formation of la compounds. 

A schematic diagram illustrates the effects of temperature and time on product formation when the 
starting material is A82846A: 



30 



24 hr 



A82846A 
(2) 



35 



40 



1-2 hr 



Room Temp. 



4-6 lir 



15-20 min 



70^ C. 



2a trace of 2b 



2a and 2b 6:1 ratio) 



2a and 2b ( ~ 1:1 ratio ) 
2a + trace of 2c 



4-5 hr 



46 The formula la compounds are useful Intermediates for preparing formula Ibi and 1c compounds; the 

formula lb compounds are useful intemnediates to the formula compounds. 

The formula ^ compounds each have a carboxyl group and one or more amino groups which can react 

to form various salts. The salt forms of formula 2 compounds are also part of this invention. The formula 1 

salts are useful, for example, for separating and purifying the antibiotics. ~ 
so The acid addition salts are particularly useful. Representative suitable salts include those salts formed 

by standard reactions with both organic and Inorganic acids such as, for example, sulfuric, hydrochloric. 

phosphoric, acetic, succinic, citric, lactic, maleic. fumaric, cholic, pamoic. mucic, D-glutamic, d-camphoric, 

glutaric, glycolic, phthalic, tartaric, formic, lauric, stearic, salicylic, methanesulfonic. benzenesulfonic. sorbic, 

picric, benzoic, cinnamic and like acids. 
55 Pharmaceutically acceptable acid addition salts are an especially preferred group of salts of this 

invention. 

The formula 2 compounds have in vitro and in vivo activity against Gram-positive pathogenic bacteria. 
The minimal inhibitory concentrations (MIC's) at which the formula ^ compounds inhibit certain bacteria are 
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given in Table 11, The MIC's were determined by standard agar-dilution assays. 

Table II 



in Vitro Antibacterial Activity of Formula 1 Compounds* 


Test Organism 


MIC (mcg/mL) 


2a 


3a 


2b 


3b 


2c 


Staphylococcus aureus X1 .1 


0.5 


0.25 


1 


0.125 


4 


Staphylococcus aureus V41 ^ 




0.25 


1 


0.25 


4 


Staphylococcus aureus X400'= 




0.5 


1 


0.5 


8 


Staphylococcus aureus S13E 


0.5 


0.25 


1 


0.125 


4 


Staphylococcus epidermidis 270 




1 


2 


0.5 


4 


Staphylococcus epidermidis 222 




0.5 


2 


0.25 


8 


Streptococcus pyogenes C203 


0.5 


0.25 


1 


0.25 


4 


Streptococcus pneumoniae Park 1 




0.25 


1 


0.25 


4 


Streptococcus Group D X66 




0.5 


1 


0.5 


8 


Streptococcus Group D 2041 


4 


1 


4 


1 


16 


Haemophilus Influenzae C.L.** 


.f 


64 




32 




Haemophilus influenzae 76® 








64 




Escherichia coll EC14 












Klebsiella pneumoniae X26 













^Compound numbers from Table I; 
^'Penicillin-resistant strain; 
*=Methiclllln-resistant strain; 
**Ampicillin-sensltive strain; 
•Ampicillin-resistant strain; 

*- = Not active at 128 mcg/mL. the highest level tested 



The formula 1^ compounds have also shown in vivo antimicrobial activity against experimentally-induced 
infections in laboratory animals. When two doses of test compound were administered to mice experimen- 
tally infected with the test organism, the activity observed was measured as an EDso value [effective dose 
in mg/kg to protect 50% of the test animals: see Warren Wick, et al.. J. Bacteriol. 81 , 233-235 (1961)]. EDso 
values observed for illustrative compounds are given in Table III. 

Table III 



In Vivo Activitly of Formula ^ Compounds 


Compound'' 


EDso Value* 


Staphylococcus aureus 


Streptococcus pyogenes 


Streptococcus pneumoniae 


2a 


2.97 


3.54 


2.04 


3a 


0.54 


0.70 


0.34 


2b 


3.06 


3.54 


3.74 


3b 


0.50 


0.40 


0.30 



*mg/kg x 2; doses administered subcutaneously to mice 1 and 4 hours post-Infection 
^Compound numbers from Table I 



In another aspect, this invention relates to a pharmaceutical or veterinary formulation which comprises 
as an active ingredient a compound of formula 1^, or a pharmaceutical ly acceptable salt thereof, associated 
with one or more pharmaceutically acceptable carriers or diluents therefor. The compound can be 
formulated for oral or parenteral administration for the therapeutic or prophylactic treatment of bacterial 
infections. 
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For example, the compound can be admixed with conventional pharmaceutical carriers and excipients 
and used in the form of tablets, capsules, elixirs, suspensions, syrups, wafers and the like. The composi- 
tions comprising a formula 1^ compound will contain from about 0.1 to about 90% by weight of the active 
compound, and more generally from about 10 to about 30%. 
5 The compositions may contain common carriers and excipients, such as corn starch or gelatin, lactose, 
sucrose, microcrystalline cellulose, kaolin, mannitol. dicalcium phosphate, sodium chloride and alginic acid. 

Disintegrators commonly used in the formulations of this invention include croscarmellose sodium, 
microcrystalline cellulose, corn starch, sodium starch glycolate and alginic acid. 

Tablet binders that can be included are acacia, methylcelluiose, sodium carboxymethylcellulose. 
10 polyvinylpyrrolidone (Povidone), hydroxypropyl methylcelluiose, sucrose, starch and ethylcellulose. 

Lubricants that can be used include magnesium stearate or other metallic stearates, stearic acid, 
silicone fluid, talc, waxes, oils and colloidal silica. 

Flavoring agents such as peppermint, oil of wintergreen, cherry flavoring or the like can also be used. 

It may be desirable to add a coloring agent to make the dosage form more esthetic in appearance or to 
75 help identify the product. 

For intravenous (IV) use. a water soluble form of the antibiotic can be dissolved in one of the commonly 
used intravenous fluids and administered by infusion. Such fluids as, for example, physiological saline. 
Ringer's solution or 5% dextrose solution can be used. 

For intramuscular preparations, a sterile formulation of a suitable soluble salt form of the compound, for 
20 example the hydrochloride salt, can be dissolved and administered in a pharmaceutical diluent such as 
Water-for-lnjection, physiological saline or 5% glucose solution. A suitable insoluble form of the compound 
may be prepared and administered as a suspension in an aqueous base or a pharmaceutical iy acceptable 
oil base. e.g. an ester of a long chain fatty acid such as ethyl oleate. 

For oral use, a sterile formulation of a suitable salt form of the antibiotic, for example, the hydrochloride 
25 salt, formulated in a diluent such as distilled or deionized water, is particularly useful. 

Alternatively, the unit dosage form of the antibiotic can be a solution of the antibiotic, preferably in its 
salt form, in a suitable diluent in sterile, hermetically sealed ampoules. The concentration of the antibiotic in 
the unit dosage may vary, e.g. from about 1 percent to about 50 percent depending on the particular form 
of the antibiotic and its solubility and the dose desired by the physician. 
30 In a further aspect, this invention provides a method for treating infectious diseases, especially those 
caused by Gram-positive microorganisms, in animals. The animal may be either susceptible to, or infected 
with, the microorganism. The method comprises administering to the animal an amount of a formula ^_ 
compound which is effective for this purpose. In general, an effective amount of a formula 1^ compound is a 
dose between about 0.5 and about 100 mg/kg. A preferred dose is from about 1 to about 60 mg/kg of active 
35 compound. A typical daily dose for an adult human is from about 50 mg to about 1.0 g. 

In practicing this method, the antibiotic can be administered in a single daily dose or in multiple doses 
per day. The treatment regime may require administration over extended periods of time, e.g., for several 
days or for from one to six weeks. The amount per administered dose or the total amount administered will 
depend on such factors as the nature and severity of the infection, the age and general health of the 
40 patient, the tolerance of the patient to the antibiotic and the microorganism or microorganisms involved in 
the infection. 

A convenient method of practicing the treatment method is to administer the antibiotic via IV infusion. In 
this procedure a sterile formulation of a suitable soluble salt of the antibiotic is incorporated in a 
physiological fluid, such as 5% dextrose solution, and the resulting solution is infused slowly IV. Alter- 
45 natively, the piggy-back method of IV infusion can also be used. 

In order to illustrate more fully the operation of this invention, we provide the following examples: 

Example 1 

50 Preparation of Compounds 2a and 2b 

A82846A (500 mg, 0.32 mmol) was dissolved in TFA (100 mL) containing anisole (10 mL). The reaction 
mixture was stirred for 24 hr at room temperature under nitrogen. Volatile solvents were removed under 
vacuum to give a gray-tan residue. The residue was triturated with diethyl ether/chloroform (1:1, 50 mL x 2). 
55 The solid material thus obtained (TFA salt) was dissolved in water (~ 50 mL), and the pH of this solution 
was adjusted to 6.2 with pyridine. The solution was filtered, and the filtrate was lyophilized to give 426 mg 
of an off-white powder. FAB-MS [M + 1]: 1415, 1253. 1110. An HPLC scan showed two major peaks (in the 
amounts of - 23% and 43%). 
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This material was applied to a reverse-phase C-18 silica gel column (Water's Prep-Pak®). Separation 
was accomplished by gradient elution of the column, starting with H2O containing 1% pyridinium acetate to 
25% CHaCN/HaO containing 1% pyridinium acetate (using a total of 8 L for the gradient, and then 2 L of 
the latter solvent to wash the column). Fractions of 250-mL were collected at a flow rate of 250-mL/mln and 
5 were analyzed by TLC and HPLC. 

Fractions containing compound 2a (#10-16) were combined and lyophilized to give 82 mg of compound 
2a as a creme-colored solid. FAB-MS (P + 1): 1414 (accurate mass calcd. for C6SH77N9O24CI = 
1414.4770: found: 1414.40). 

Fractions containing compound 2b (#27-29) were also combined and lyophilized to give 128 mg of 
70 Compound 2b as a creme-colored powder. FAB-MS(P + 1): 1252, 1109 (calculated for C6oHs7N90i9a = 
1252.4242; found: 1252.4240). 

Example 2 

15 Preparation of Compounds 3a and 3b 

A82846B (1 g) was dissolved in TFA (200 mL) containing anisole (10 mL). The reaction mixture was 
stirred at room temperature for about 2 hours under nitrogen. 

The product was worked up as described in Example 1 to give 1.12 g of product. FAB-MS(M + 1): 
20 1448. 1305. 1286, 1252, 1142. HPLC demonstrated that this material contained two major peaks (in 
amounts of - 42% and 43%, respectively). 

Preparative HPLC using the conditions described In Example 1 , gave 283 mg of compound 3a. FAB- 
MS(P + 1): 1448 (calculated for C66H76N9 024C;2 = 1448.4380; found: 1448.4375). 

The preparative HPLC also yielded 270 mg of compound 3b. FAB-MS(P + 1): 1286 (calculated for 
25 CeoHssNaCaCb = 1286.3852; found: 1286.3879). 

Example 3 

Prepration of Compounds 2b and 2c 

30 

A82846A (- 490 mg) was dissolved in TFA (5 mL) and stirred in a 70' C oil bath for two hours. The 
TFA was removed under vacuum; water was added to the residue, and the product was lyophilized to give 
511 mg of crude product. 

This material was divided into two batches (~ 250 mg each). Each batch was purified by preparative 
35 HPLC. using a Water's PrepPak® Dynamax® column (Rainin CI8). Separation was accomplished by 
gradient elution of the column, with H2O containing from 10 to 20% CH3CN and 1% pyridinium acetate. 
Fractions were collected at a flow rate of 40 mL/min and analyzed by analytical HPLC. 

Fractions containing compound 2b were combined and lyophilized to give 47 mg of compound 2b. 
FAB-MS (P + 1): 1251. 

40 Fractions containing compound 2c were also combined and lyophilized to give 47 mg of compound 2c. 
FAB-MS (P + 1): 1108. ~ 
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Claims 

Claims for the following Contracting States : AT, BE, CH, DE, FR, GB, IT, LI, NL, SE 

1. A glycopeptide compound of formula V: 

5 



70 



75 



20 



25 




1 

30 wherein R = H or o-L-O-4-egi-vancosaminyl; 
= H or )S-0-glucosyl; and 
X and Y Independently are H or CI; 
provided that: 1 ) when X is CI. Y must also be CI; and 2) when R and R^ are both hydrogen. X and Y 
cannot both be CI; or a salt thereof. 

35 

2. A compound of Claim 1 wherein X = H and Y = CI. 

3. A compound of Claim 1 wherein X and Y = H. 

40 4. A process for preparing a compound of formula 1^ as defined in Claim 1 which comprises reacting a 
compound selected from A82846 factors A, B and C with trifluoroacetic acid. 

5. A process of Claim 4 wherein the reaction temperature is from -1 0 to about 80 • C. 

46 6. A process of Claim 4 or 5 wherein the reaction period is from 1 to 60 hours. 

7. A compound of formula 1^ as claimed in any one of Claims 1 to 3 or a pharmaceutically-acceptable salt 
thereof, for use in veterinary or pharmaceutical chemotherapy. 

50 8. A pharmaceutical or veterinary formulation which comprises as active ingredient a compound of formula 
2 as claimed in any one of Claims 1 to 3, or a pharmaceutically-acceptable salt thereof, associated with 
one or more pharmaceutically-acceptable carriers or diluents therefor. 



55 
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Claims for the following Contracting States : ES, GR 

1. A process for preparing a compound of formula 1 




1 

wherein R = H or a-L-O-4-epi-vancosaminyl; 
= H or j9-0-glucosyl: and 
X and Y independently are H or CI; 
provided that: 1) when X is 01, Y must also be 01; and 2) when R and are both hydrogen, X and Y 
cannot both be 01; 

which comprises reacting a compound selected from A82846 factors A, B and C with trifluoroacetic 
acid. 

2. A process of Claim 1 wherein the reaction temperature is from -10 to about 80 * C. 

3. A process of Claim 1 or 2 wherein the reaction period is from 1 to 60 hours. 

4. A process for preparing a pharmaceutical or veterinary formulation which comprises admixing a 
compound of formula 1^ as defined in any one of Claims 1 to 3, or a pharmaceutically acceptable salt 
thereof, with one or more pharmaceutically acceptable carriers or diluents therefor. 
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PatentansprUche 

PatentansprUche fUr folgende Vertragsstaaten : AT, BE, CH, DE, FR, GB, IT, LI, NL, SE 

1. Glycopeptidverbindung der Formei 1 




worin R = H Oder ein a-L-O-4-epi-Vancosaminylrest 1st; 
Ri = H Oder eIn /3-0-Glucosylrest ist und 

X und Y unabhangig H oder CI sind; unter der Voraussetzung, daS 

1) wenn X CI ist, Y auch CI sein muB; 

2) wenn R und R^ beide Wasserstoff sind, X und Y nicht beide CI sein konnen; und 

3) wenn X und Y beide CI sind, R ein a-L-O-4-epi-Vancosaminylrest sein muB oder ein Salz davon. 

2. Verbindung nach Anspruch 1. worin X = H und Y = CI ist. 

3. Verbindung nach Anspruch 1, worin X und Y = H sind. 

4. Verfahren zur Herstellung einer Verbindung der Formei 1 . wie in Anspruch 1 definiert, umfassend. dafl 
man eine Verbindung ausgewahit aus A82846 Faktoren A. B und C mit Trifluoressigsaiure umsetzt. 

5. Verfahren nach Anspruch 4, worin die Reaktionstemperatur -1 0 bis etwa 80 • C ist. 

6. Verfahren nach Anspruch 4 oder 5, worin der Reaktionszeitraum 1 bis 60 Stunden Ist. 

7. Verbindung der Formei 1 nach einem der Anspruche 1 bis 3 oder ein pharmazeutisch annehmbares 
Salz davon zur Verwendung fur die tiermedizinische oder pharmazeutische Chemotherapie. 

8. Pharmazeutlsches oder tiemiedizinisches PrSparat umfassend als aktiven Inhaltsstoff eine Verbindung 
der Formei 1 nach einem der AnsprQche 1 bis 3 Oder ein pharmazeutisch annehmbares Salz davon 
zusammen mit einem oder mehreren pharmazeutisch annehmbaren Tragern oder Verdunnungsmittein 
dafur. 
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PatentansprUche fUr folgende Vertragsstaaten : ES, GR 
1. Verfahren zur Hersteilung einer Verblndung der Formel 1 



5 




25 



worin R = H Oder ein a-L-O-4-epi-Vancosaminylrest ist; 
= H Oder ein ;8-0-Glucosylrest ist und 
X und Y unabhiingig H Oder 01 sind; unter der Voraussetzung, da3 
30 1) wenn X Ci ist, Y auch CI sein mufi; 

2) wenn R und R^ beide Wasserstoff sind, X und Y nicht beide CI sein kdnnen; und 

3) wenn X und Y beide CI sind, R ein a-L-O-4-epl-Vancosaminylrest sein muB 

umfassend. daB man eine Verbindung ausgewShlt aus A82846-Faktoren A. B und C mit Trlfluoressig- 
saure umsetzt. 

35 

2. Verfahren nach Anspruch 1 , worin die Reaktionstemperatur -10 bis etwa 80 'C ist. 

3. Verfahren nach Anspruch 1 Oder 2, worin der Reaktionszeitraum 1 bis 60 Stunden ist. 

40 4. Verfahren zur Hersteilung eines pharmazeutischen oder tiermedizinischen Praparats umfassend, dafl 
man eine Verbindung der Formel 1 nach einem der Anspruche 1 bis 3 oder ein pharmazeutisch 
annehmbares Salz davon mit einem oder mehreren pharmazeutisch annehmbaren TrSgern oder 
Verdunnungsmittein vermischt. 
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Revendlcatlons 

Revendicatlons pour tes Etats contractants suivants : AT, BE, CH, DE, FR, GB, IT, LI, NL, SE 

1. Compose glycopeptidique repondant a la formule 1 : 




1 



dans laquelle R = H ou a-L-0-4-epi-vancosaminyl8; 
= H ou b-O-glucosyle; et 

X et Y sent independamment H ou CI; a condition que : 1) lorsque X est un CI, Y doit egalement 
etre un CI; 2) lorsque R et R^ sont tous deux des hydrogenes. X et Y ne peuvent etre tous deux CI; et 
3) lorsque X et Y sont tous deux CI, R doit §tre un a-L-O-4-epi-vancosaminyle; ou un sel de celui-ci. 

2. Compose selon !a Revendication 1 oO X = H et Y = CI. 

3. Compose selon la Revendication 1 ou X et Y = H. 

4. Precede pour la preparation d'un compose de formule 1 tel que defini a la Revendication 1 qui 
comprend la reaction d*un compose choisi parmi ies facteurs A82846 A, B, et C avec Tacide 
trlfluoroac^tique. 

5. Proced^ selon ia Revendication 4 dans lequei la temperature reactionnelle va de -1 0 a 80 * C environ. 

6. Proc^d^ selon la Revendication 4 ou 5 dans lequei la dur^e reactionnelle s'etend de 1 a 60 heures. 

7. Compose de formule 1 tel que revendique dans t*une quelconque des Revendicatlons 1 a 3 ou un sel 
pharmaceutiquement acceptable de ceiui-ci, destine k I'utilisation en chimiotlierapie veterinaire ou 
pharmaceutique. 

8. Formulation pharmaceutique ou veterinaire comprenant comma ingredient actif un compose de formule 
1 tel que revendique dans Tune quelconque des Revendicatlons 1 a 3. ou un sel pharmaceutiquement 
acceptable de ceiui-ci, associe a un ou plusieurs supports ou diluants pharmaceutiquement accepta- 
bles pour celul-ci. 
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Revendlcations pour les Etats contractants sulvants : ES, GR 

1. Proced6 pour la preparation d'un compose de formule 1 



\ 




1 



dans laquefle R = H ou a-L-O-4-epi-vancosaminyle; 
= H ou b-O-glucosyle; et 

X et Y sont independamment H ou CI; h condition que : 1) lorsque X est un CI, Y doit ^galement 
etre un CI; 2) lorsque R et sont tous deux des hydrogenes, X et Y ne peuvent etre tous deux CI; et 
3) lorsque X et Y sont tous deux CI. R doit etre un a-L-O-4-epi-vancosaminyIe; 

qui comprend la reaction d'un compost choisi parmt fes facteurs A82846 A, B. et C avec I'aclde 
trifluoroacdtique. 

2. Precede salon la Revendication 1 dans lequel la temperature reactionnelle va de -10 a 80'C environ. 

3. Procedg selon la Revendication 1 ou 2 dans lequel la duree reactionnelle s'etend de 1 a 60 heures. 

4. Procede pour la preparation d'une formulation pharmaceutique ou vet^rinaire qui comprend Tincorpora- 
tlon d'un compost de formule 1 tel que defini dans Tune quelconque des Revendications 1 ^ 3, ou un 
sel pharmaceutiquement acceptable de celui-ci, h un ou plusieurs supports ou diluants pharmaceutl- 
quement acceptables pour celui-ci. 
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